We want to thank the authors for the comments on our article. The authors explain that, at any moment, they have focused their concerns on the criteria to define metabolic syndrome, because if such definition does exist, 1 consensus criteria for diagnosis in adults do not exist, 2,3 neither do they in adolescents. In our article, our concern lay in demonstrating the presence of risk factors in a randomly selected sample and that these risk factors exist in such proportions that they can be grouped together, and, according to one of the several criteria suggested in the literature, based on pediatric reference values, they can give rise to the so-called metabolic syndrome. Therefore, we have not proposed an analysis of the associations between risk factors.
Primary diffuse leptomeningeal gliomatosis: a rare disease in pediatric patients
Dear Editor,
The recent report about a rare pediatric brain tumor by Val Filho & Avelar 1 is interesting and deserves high consideration within the published literature about the topic, since it represents a very rare event. On behalf of its scientific accuracy, we must therefore make a major amendment about its diagnosis.
The authors made an adequate brief review about gliomatosis cerebri, a rare disease classified by the 2007 edition of the World Health Organization (WHO) 2 as a grade III lesion with poor prognosis. It was first described by Nevin in 1938 2 and is defined as "a diffuse glioma growth pattern consisting of exceptionally extensive infiltration of a large region of the central nervous system, with involvement of at least three cerebral lobes, usually with bilateral involvement of the cerebral hemispheres and/or deep gray matter, ..." 2 The main theory accepted to explain its origin is that it represents a subtype of otherwise ordinary diffuse glioma characterized by exceptional infiltrative capacity, classically without forming a tumor mass lesion. 2 It is a rare kind of lesion, with only few hundreds of cases described, less than 30% of them occurring in children. Although 17% of gliomatosis cerebri cases were reported as having additionally leptomeningeal involvement, this finding is not sufficient to make such diagnosis when isolated. 2 The WHO classification text further states that "gliomatosis cerebri should be distinguished from two other types of gliomatosis, i.e. leptomeningeal gliomatosis and gliomatosis peritonei. Leptomeningeal gliomatosis is the widespread infiltration of the subarachnoid space by a diffuse glioma, most commonly an intra-axial glioma that has invaded the leptomeninges (secondary leptomeningeal gliomatosis), or, rarely, leptomeningeal spread of a glioma originating in an ectopic leptomeningeal glial or glioneuronal rest (primary leptomeningeal gliomatosis)." 2 These characteristics resemble the case reported by Val Filho & Avelar, 1 in which initially a diagnosis of obstructive hydrocephalus was made followed by the finding of "lesions scattering throughout the subarachnoid space, mainly in the posterior cranial fossa. These lesions diffusely covered a large part of the encephalon (…)." 1 Unfortunately, the image they pictured has no identification of the type of magnetic resonance imaging (MRI) sequence, but it is probably contrast-enhanced T1-weighted spin-echo. Although T2w/FLAIR images are the preferred studies for diagnosis of gliomatosis cerebri, 2 one can clearly see in their sequence of images that there is not an extensive involvement of the brain parenchyma. 1 Thus, their case report does not fulfill the criteria published by the WHO for the diagnosis of gliomatosis cerebri, but can be classified more properly as a very rare case of primary diffuse leptomeningeal gliomatosis (PDLG) in a young child with prolonged survival.
The first report of PDLG was published in 1954 by Moore. It is described more frequently along the spinal cord and associated with central nervous system (CNS) congenital dysraphism. 3 It must be distinguished from secondary meningeal gliomatosis, where there is leptomeningeal invasion by neoplastic diseases of the CNS parenchyma, especially oligodendroglioma,
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Doutor. Professor, Centro Universitário do Espírito Santo (UNESC), Colatina, SC, Brazil. medulloblastoma and gliomatosis cerebri. The diagnosis of true PDLG is exceptional and a report by Debono et al., in 2006 , reviewed the literature so far and found 30 cases published, only nine of these cases in children aged 9-17 years old. 3 Since then, we have found additional 10 cases including Val Filho & Avelar's ( Applying less strict criteria (including patients without necropsy and those reported alive) and pooling the data collected by Debono et al. 3 and Dörner et al. 4 with ours, we found that more common initial presentation included symptoms and signs of intracranial hypertension (IH), like vomiting and headache (37/47 cases, 79%), multiple cranial nerve palsies (especially neuro-ophthalmologic) (25/47 cases, 53%) and seizures (11/47 cases, 23%). There was slight male predominance (25/22 cases = 1.13 ratio). There were 14 WHO low-grade tumors (30%) and 23 high-grade tumors (49%). The problem of diagnosing histological grade in PDLG is that the disease is frequently misclassified, 2 making these numbers unreliable. Median survival calculated by the Kaplan-Meyer method using the reported survival rate of this group of patients is 5 months, and survival at 12 months is only 30%. This survival rate is biased by the fact that many of these reports were of postmortem diagnosis and, therefore, the patients did not receive treatment. Selecting only those patients that received specific treatment and reported survivals (19 cases), the Kaplan-Meyer median survival is 15 months, and the 1-year survival is 52%. Only four cases were reported to be alive at the time of their publication (1, 4, Table 1 ), all of them were children, and three of them were less than 3 years old. They received chemotherapy (CT) (three cases), or combined radiotherapy (RT) and CT (one case). All of the patients that survived 24 months or more in this pooled group are children (except for a 21 year old male), and all received CT or combined CT and RT. The more frequently used drug was cisplatin. Four cases reported using temozolomide (1, 5, Table 1 ), all of them had survival rates higher than the group median (range 15-96 months). Interestingly, the case reported by Gonçalves et al. 5 had a remarkable survival rate (only matched by another reported case, see references). 3, 4 This child used valproate, a drug that has been recently reported to have antitumor effects that could enhance the effects of both RT and CT in brain tumor patients. 6 Val Filho & Avelar reported that their patient had seizures but did not disclose which anticonvulsants the child had used. Other authors equally have not reported on anticonvulsant usage, so we cannot say if any of the other cases used valproate either.
We conclude by stating that the report by Val Filho & Avelar can be reclassified as a very interesting case of PDLG in a young child, with one of the longest reported survival rates for this rare and grim disease. This exceptionally rare disease affects all ages, is uncommon in children in whom it seems to bear a better prognosis (only children were reported alive) and is responsive to cisplatin-based radiochemotherapy or temozolomide (that could be used as second choice). Even with multimodality treatment, it has a very poor prognosis with short reported median survival rate (15 months) comparing with other high-risk brain tumors such as glioblastoma multiforme and diffuse pontine glioma. One compelling report is that of a prolonged survival in a child who used CT and valproate, suggesting that epigenetic inhibition can have a role in its treatment in the future.
